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An ajitLi-oxiclaxit: pirepa3raitii.oii based on plant eactracts fox: tlie 
treatzment: of clrculat:±oxi and adLxposlty pr-obletng 

T}ie piresent: invention irelaties to a prepaxation based on plane 
extoractjs wliicli has an anti -oxidant effect and is paxticular^ly 
useful in the tz-eatment of cix-culation problems sucb as 
phlebitis, v^iricbse veins, axterioeclerosis , haemorarhoids and 
hig^b blood paressux^, as well as in the parevention and 
treatment of surplus fat . 

The object of the invention is to provide a preparation to be 
taJcen orally, based on a combination of active ingredients of 
natural and plant origin, which work more effectively to 
prevent and treat the aforesaid problems when administered by 
moutb. 

This object is achieved according to the invention by 
paroviding- a preparation cbaracterised in that its active 
ingredients inciude a combination of G±nJcgG Jbiloba 
biflavones, catecbine and/ or epicatechine , cumarine and 
derivatives thereof « iodine azid an ingredient chosen from 
ajsxatiooside , asiatic acid^ madecas e ic acid and coo^xTunds 
thereof • 

The preparation is obtadLned by mincing pXant e xtr acts which 
contain the above active components . 

It is Icnown that e^ctracts from the leaves of Cinlcgo Jbiloba 
contain important active component a and in pamicular 
f lavonol glucosides ^ lactonic terpenea and dimeric bif lavones 
or f lavones . The f lavonol glucoeides and the lactonic 
terpenes constitute the active contort ents of the standardized 
GlnJcffo biJoba extracts currently available on the market; 
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hovevez* tzliese extiz^ctis do not contaiji tlxe bif lavone con^sonent: 
wlidcii not extracted duaring normal processing. Tiie Gixilcg-o 

hdlaJDA e3Ct3ract iised xxx con^^sxtlozis accor-ding to tlie pxresent 
invention is higbly enricJaed witJa tlie bifla-vone component 
azxd, as a possible option, with e^ccxacts containing flavonol 
glucosides and lactonic terpenes. Five biflavones in 

paxticjulax have been identified in tlie bif Xa^vone component of 
Gjuoiqgro bj±ZcJb&z tbeee are, in paarticiilar, amentof Xavone , 
bilobetijne, isoginlcgetdLne , ginkgetine and Bciadopisitine ; tHe 
five said confounds diffear only by tlie presence of methyl 
groiips in some positions and, li)ce all fla^rones, are poverfiil 
antioacidants • However, from a pharmacological point of view, 
they are characterised by their anti-phosphodiefitez-ase, anti- 
inflammatory, vascnlokinetic and anti-allergy properties. 
Phosphodiesterases (PDE) are cellixlar enzymes responsible for 
interacting with cyclic niaoleotides so -aa to linearize them. 
Cyclic nucleotides are involved as second messengers ixi 
transmitting intercellular signals and aire thus responsible 
for some phenomena which are very iinpoirtant from a 
biochemical point of view. They assist with the visual 
process and in the relaaration of smooth muscles, they 
stimulate lipolysis in adiposity and vasculo -motion in 
capillary arterioles. More specifically, it is sufficient to 
report that in inhibiting FDfi depending on cyclic AMP, these 
bifla^vones demonstrate an XC50 of 1*2 micxxmioles. 

The anti- inflammatory properties of biflavones, and in 
particular those of amentof lavone , have been demonstrated 

both in vitro, meastoring the interaction of these 

biflavones with cyclo -oxygenase , lipo- oxygenase and phospho- 
lipase A2, and in vivo, using various models of inflammation 
in animals (carragijieen oedema, Croton oil inf lammacion etc) ^ 
The ant i- inflammatory action of the biflavones was confiirmed 
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bot:li XXI modela usIa^ local application and in tiaoee iji wiiich 
t:]tiev weire admizilstiexed pe^ritoneally . Xn t.hese models ^ tiiie 
bifla^rones always demons'traCed an ant:i-ixi:f lammatioiry adiion 
equivalent to that of indometliacryn or- paredni solone . Tills 
effectiveness can be explained by analysing tjS^ ICSO of 
cycol -oxygenase inhibition , which for amentoflavone is 3 
micrtsmoles . 

With iregaz-d to the microvaeciilolcdLnetic activity of 
bi'flavones, it should be repoarted that, following acute 
t Jeatment , these aubstances imparove the size of the ar-texial 
sphygmic wave and, following ahx*onic trjeatment they iw^rove 
capillaary density in tissues with trophic-connective 
problems, such as those affected by panniculopathy and/or 
'vsx^ious degree© of sclex-oderroy. Biflavoneo also have dear 
anti-allergy properties; they inhihi-t the release of 
histamine by maat-cells stimulated by allergezis . 

In the context of the present invention, it has been 
demonstrated that, when administered orally, the activity of 
the aforesaid hiflayones, possibly in combination %rLth 
flavonol ^lucosldes and lactonic terpenes which are normal ly 
present in standard Girtlq^ Jbilotba esctracts, is exihanced when 
the latter^ a:re combined with the aforesaid active con^pounds . 

The eactr^cts are preferably used in a phytosomal form, in 
which the active cotDponents are confounded with 
phospholipids . 

In the contesct of the invention it is convenient to use an 
esctract of leucocyanidiixe or leucoanthocryanine derived from 
Vlt^e vzjxifera as the source of catechine or epicatachine . 
Xieucoanthocyanines are procyanidolic oligomers derived from 
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condensing monomejric units of f la-*van-3-ol3 and flavctn-3,4- 
diols, diese tieincf eitiiex" free oar ei5t:e:rif ied. with gctllic 
acid. LeTieoczya -nines, aire powex^uX ant i -oxidant; atibsbancee 
with tlie ability to protect catpillaaries by incx^a^sing- o3cygen 
to the tissue; these active subs-tances pxove biolo^cally 
active even when administered orally and they have been shown 
to be tropic for the cajrdio-vascular system and for all 
tissues, such as artery walls, which are rich in 
glucoaminog-lycene . Preferably, phytosomal forms of .extracts 
are used, thus further enhancing the bioav;g.ilability of the 
active principles- In this form the procyanodines are 

coflxpleted with phospholipids, particularly 

distearylphoaphatidycoline of soy«i • 

The preferable sotirce of cumarine is an e^ctract of Melilotus 
(Melilotus of f icina.lis) , cumarine and its deriva^tivee being 
the main active ingirodients thereof; the ma.in active 
ingredients of this extract are melilotine (3,4 dihydro- 
cmnarine) ^ melilotic acid (bydroxycumarinic acid) , 

melilot oxide (a melilotine glucoside) and some flavinoids 
vrtiich act like vitamin P; the active ingredients contained in 
the extr'act are particularly effective in dLncreasing 
capillary strengtJb^ in reducixig vascular permesLbility, in 
stimulating venous circulation and improving lymphatic 
circulation . 

Extract of Melilotus may be replaced or backed up, as a 
somrce of cumarine and its derivatives, by an extract of 

AgscthJ-us 2xd ^,poca^ r;? ni rm (horse Ghestnnt) in tlie same dosage or 
up to around twice the dose of Melilotus extract « 

The most abundant active principle of Aescxilus iLX^Tpocastanum 
extract, obtained from the baark, the pericarp of the fruit. 
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tJtie leaves or tlae buds, is cvunairiiie gl\icoeide^ eecruloside (6- 
0-glucosxl -7 -hydroxy- cumaxine) . OtJier crumax-lnes conn^ined in 
tlie ejctract axe fraacine ( 8 - O-glycasdde-T'hydroacy-e- 
met.oacycuiiiaariiie) and the aglxcones, esculetin (6 , V-dioacy- 
cumarine) ajid f araxetine (7 , 8-djLoDcy-6-metlxo3cy--cnimariiie) , 

Tlie pr^eferxed saujcce of asiaticofiide , asiatiic acid and 
iDadecaaaxc acid is sm e^ctiract coxit:aiziix)^g a tzxitesrpeziic 
fraction of centella (Centella A^iatica) wiaicii contains a 
combination of tlie above tbz*ee active pardLnciplee - Tlie 
extract should preferably be used in a phytosomal form, 
obtained by a reaction between the tritexpenic fraction of 
Centella Asaatica with a phospholipid - A main action of the 
triterpenic fraction of centella coneists in accelerating the 
uptake and metabolism of lysine and of proline, thus 
increasing the synthesis and the release of tropocollagen and 
stimulating the turnover of acid mucopolysaccharide acids in 
connective tissue • ThanJcs to these propex^ies , the active 
principles are pairticularly effective in reducing localised 
adiposity, 

The preferred source of iodine is an extract of Fucus 
v&s±crtLlaBX2£t , a seaweed of the Pucaceae fani±ly- The role of 
the iodine in FtiatiB vieeficulofiruiy is currently well 
characterised; it ie made more readily available by 
cogg>l eating with a prr>tein fraction of the extract; it 
increases the synthesis of thyroid 'hDicTOGH^a and indi rectly 
enhances the lipolitic action of these hormones (T3 and T4) 
thanks to a local thermogenic action on adipose tissue. The 
Fucus extract also contains polysaccharides such as fucoidin, 
alginic acid, lami narin and poliose; of these, the alginic 
acids, in particular ^ enhance the effect of the extract since 
they are hydrophilic molecules able to swell from their 
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original v^oXxizne in tli<^ presence • of waller; t:. "hanks to tliis 
cixajract eristic, when ingested they not ojxLy rediace tlie 
appetite but also increase tite speed, of transit o£ food 
tlxrougii tlie intestines, rhiiR ensuring that it is less vmll 
aJbsorbed . 

Tlie basic cootposition o£ tlie invention can thus be obtained 
by tpj-gT nrj a bifla-vone esctract of C^inJcgo hiloba. (perhaps in 
combination with a standard GxnJcffG Jbllaba, eactract also 
oontaining flavonol glucosides and lactonic terpenes) , 
leucocy^nidine extract, Melilotus eactract, Centella esctracrt 
and e^ctract of ^aum vesuculo&jis 2 these extracts preferably 
being in a phytosome foxing 

With reference to the extracts normally available on tbe 
market, the basic composition is preferably made up by the 
following percentages by weight : 

1,5 — 32%- biflavone e^ctract of Gxnicgo ±>i2oba; 

6 - 8 0% of leucocyanidine esctract; 

1-5 — €0%, preferably l.B - 32% of melilotus esctract 
and/or Aei^cuJus Izippocastranum esctract; 
X-5 — 32% of centella extract; 

1«5 — 85% ^uctis v&BlcruXaBtLS extract, possibly in 
combination with: 

1.5 — 32% of standard GdxiJcffo Jbiloba extract contadUxing 
flavon glucosides and lactonic texpenee. 

In terms of the content of active principles, the composition 
of the invention preferably contains Che followrfixig 
percentages by weight : 

□ •2 - 12%, preferably 0.5 - 6% of total bif lavones , 
expressed sjs ginkgetine content; 
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0.2 " 0.2%^ prefeirably 0.5 - 8% of catiecfadzie azid/or 
eplcateclri ne , expressed as catiecbdLne contient;; 

O.XS - 7^r, preferably 0-3 - 3.S% of cumarine and its 
derivatives ; 

0-2S — IBV, preferably 0-5 - 7-S%- of asiaticoside ; 

0.25 - 22%, preferably 0.5 - 11 V of asiatic acid and/ or 
nzadecasslc: acid; 

up to 0,5% of iodine and possibly one or more of its 
components : 

0.25 12*, preferably 0.5 - 6%, of flavonol glucosides, 

and 

0,1 - 2%, preferably 0.2 — IV of Girikolide lactonic 
terpenes (bilobalide) • 

Tbe con^oeitican can also contain active ingredients cboeen 
from me tby ixant bini c derivatives, ^such as caffeine^ 
tbeobramine or tbeopbylline in particular; mono and di- 
caf f eoylcbinic acids, cblorogenic acids, eicosapentaenoic 
acid (BPA) , docabexaenoic acid (DHA) gratmaa-linolenic acid and 
combinations tbereof « 

Tbe preferred sounce of metbyXaccmt h i n i c derivatives, of 
caffeine and of ch3 erogenic acids in particular, is an 
extract of Xlex paragxiariensas, possibly in pbytosocnal form; 
tbe standard, Gommercially available esctract can be added to 
tbe previously- described basic mixtujre in a quantity of i-S 
to 32V by ^igbt. 

Caf f eoylcbinic acid and its derivatives (sucii as cyaarine) 
are preferably introduced by means of an articlioke extract 
(cynara scolynius) ; this extract typically also contains 
caffeic acid and cbJLorogenic acid; tbis extract is preferably 
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usecl in quantities of l.S to 321r by vei^iit witli xefexence to 
XOO psLsrta of tile laasic mi .xtmr^e - 

The pxefexable source of eicosapentaenoxc acid (EPA} and. of 
docohexaezioxc acid (DBA) is fish oil which, witii reference to 
100 pazrts of che haslc mijcture, may be added din quantities of 
5 to 80* by weight. 

Gamma- linolenic acid is preferably introduced into tbe 
forrmilacion by the use of boragre oil, added in quantities of 
30 to 12 0% by weight with reference to lOO parts of basic 
preparation - 

In particular^ in the preferred embodiment of the invention, 
the dcmipasition includes one or more of the following 
coir^joxiente r 

Caffeine in quantities of 0 , OS to 2.5 (preferably 0.1 - 
1%) by weight witb reference to the total preparation, 

Gaf f eoylchinic acids in quantities from 0-05 to 4.8% 
(preferably 0.01 to 2-S*) by weight, 

Cico^apentanoic acid in quantities from o . 75 to 24V 
(preferalply f^m X.5 to 12%) by weigbt, 

DoGobescanoic acid in quantities from 0.6 to 8%- 
(preferably 1-2 to 4%) by weight. 

Gamma.— lino lenic acid q[uantities from 2>5 to 22%, 

preferably 5-11% by weigbt. 

For example, a typical composition could be formulated 
according to the data ixi tHe cable l:>elow, wbicii gives che 
preferred minimum and majcimiam quantities stressed in parts 
by weight of the con^^onents of the basic mi:acture (marJced with 
an asterisk) a-"*^ of optional ingredients- 
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(Parts by 
weig'lit) 


(Parts by 
wei^bt ) 


*Dry eactaract: of V±^±3 ^rLxl±fGJr^. 
(opt.iona.lXy piaytosomes) 


20 


200 


*Dry extract of MeXilotujs of£±ciaaal±s 


5 


40 


•Cizrfe^o l3aloi>a bif lavonea 
(optioixally pliytosomes) 


5 


50 


dry extz^ct of Gi Ti fcjyo isi-XcLb^ 
(optioixally phytosomes) 


c 




*Dry extr-act of J^cne vesicruJo^Ui^ 


50 


200 


♦Dry extract of Cezitella a^iatica 
{optxoxia.lly phytofiomes ) 


XO 


50 


Dry eactr'act of articboke 


10 


100 


Dry extx-act of X2ex pajragixajri eofiis 


XO 


XOO 


Borate oi.1 


50 


1000 


Vxmlx oxl 


. 50 


750 


Soya Xecitbi.Ti 


20. 


100 



In tbe abov^e table, tbe gxyen values, e^t^reseed. in pajrts by 
weight, correspond, wben expressed in milligrrams to tbe 
ttinlmum azid ^^air-jimiw daily doses recammended or to tbe dose 
per ca.psule. 
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The composition of tlie inventiion is f oniiulatied in forms 
suited to be taken orally^ suda as, for example, gelatijn 
capsules witli eitlier soft or rigid shells, tablets, pills, 
eliacirs , suspensions azid synips • The various forms can 
include eaccipients and/or binders and /or pharmaceutically 
acceptable v^ehicles, in particrular lecithin mono- and di- 
glyceridea of fatty acids . The mixture of extracte can be 
administered orally, possibly in an edible vehicle or can be 
incorporated directly into food as part of a diet. 

The preparation is particularly useful in treating localised 
adiposity, in particular in men but also in women. It is 
well Icnown that adiposity differs in men and in women, by the 
area in which it is deposited, by the quantity, by functional 
response and by consequences for health; in actual fact this 
surplus fat (^spare tyres*' in men and cellxxlite in women) is 
due, at least in part^ to a tropisru which is known to involve 
both vasctilar and connective tissue,, as well as adispose 
tissue. The con^sition of the invention provides an 

association of well characterised substances from a pharmaco- 
toacieo logical and chemical point of view, which is totally 
free of side effects and is particularly advantageous 
con^ax-ed to pharmaceutical preparations based on appetite- 
suppressant coaipounds, as used in conventional 
pharmacological treatment « 
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1. A Gon^oaition basea on plant eaccracts, witfa an aati- 
oacLcaant activity wixicli is particulairly useful in tiie 
prevention and treatment of circulation paroblems and in tlie 
prevention and treatment of adiposity, characterised in that 
its active ingredients comprise, in association, biflavones 
of GlxxJcffo jbiloba/ catechine axld/or epicatechine , cumarine or 
derivatives thereof, iodine and a component chosen from among 
madecassic acid, asiatic acid, asiaticoside and mixtures of 
these* 

2. A composition according to Claim 1. characterised in 
that it is obtained t>y miocing plant eactracts containing the 
aforesaid active principles , 

3. A composition according to Claim 2, charcaterised in 
that the said extracts are in phytosoraal form, 

4. A contposition according to any one of the preceding 
Claims, characterised in that it further includes flavonol 
gluaosides and lactox3d.c terpenes * 

S- A con^iosition according to any Claim from 1 to 4, 
characterised in that it also includes -an active principle 
chosen frxam the giroup consisting of methylxanthinic 
derivatives, chlorogenic acids, mono- and di-caf f eoylchinic 
acid and derivatives thereof, eicosapentaenoic acid, 
doGohexaenoic acid, gamma- lino lexiicz acid and mixtures 
thereof . 
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A cc«^»s±t±on according co axxy of Claims x to 4, 
c±taractex'iBed in tliat it is ototaineci by mixing plant extracts 
in tilie following percentages by weight : 

3^,5.32%' of GdjoJcga biloba biflavone eactaract; 

g-ao* of leiicocyanidine ; 

1.5-32%- of Itfeliiotirs and/or Ae^culufi* 

hyppoc^ie'tsLi^Tain extract ; 

1.5-32% of centella eactx-act; 

1,5-85% eacnxact of Fvlcub rreBjLcrulomjB: and 

optionally 

1.5-32%- of standaxtiise<i GinJcgo bilcUba ejctract 

containing flavone glncoeides and lactonic terpenes, 

7 , A con^osition accojrdixig to Claim 6 , cha-r actez-ised in 
tliat vrith reference to 100 parts of tbe basic mixt^iare of 
Claim 6, it al^o includes one or more of tlie following 
cotnponerLts 1 

from 1,5 to 32% by weiglit of Xieac ^paraguarxensis 
eactract ; 

from 1,5 to 32% by weigbt of articboke extract; 
from 5 to 80% fay weigbt of fisb oil; 

and 

from 3 0 to 120% by weigbt of borage oil. 

a* A con^sition according to any one of tbe preceddLng Claims 
wbicb includes? 

0,12-12%, preferably 0-5-€% by weigbt, of total 

bif lavones ; 

0.2-12%, preferaiDly 0.5-8% by weight, of catecliine 
and/or eplcat ech i ne ; 

0.15-7%, preferably 0.3-3.5% by weigbt^ of cumarina and 
derivat i ves thereof ; 

0.25-15%, preferably 0,5-7-5% by weigbt of asiatiaoeida; 
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0, 25-22%, pirefeirai^ly 0.5-11% by weigiit, of asiatic acid 
and/ or niadecaselc acid; 

IIP to 0.5% of iodine ancl, optionally 

0.25-12%, prefexatoly 0.5-6% by weigbt, of flaTOnol 
gflucos ides and 

0.1-2%, preferably 0,2-1% toy weigbt, of lactoni 
terpenes . 

9, A con^oaition according to Claim 8, cbaractex-ised in 
tbat it also includes one or uiore of tbe following 
coinponents : 

from 0-05 to 2 ,5%, preferably O.X-1% by weigbt, o£ 
caffeine; 

from 0.05 to 4-8%, preferably Q-l-2*5% by weigbt, of 
€2af f eilchinic acids; 

from 0.75 to 24%, preferably l,-5-12% by weigbt, of 
eicosapentaenoic acid; 

from 0.6 to 8%, preferably 1.2-4% by weigbt, of 
docoeaaenoic acid; and 

from 2.5 to 22%, preferably from 5 to 11% by ^igbt of 
Ixnolenxc acxd. 



10. A cc«npciB±tlon aocorALnsr to any one of tJie parece<iUig 
daimis in a plaarmaceixtical Corm Cor- caraX administrafcion . 

XI. The use of flavone dimexB in Uie formulation of a 
preparation based on plant eactracts useful in tfae prevention 
and treatment of circulation problems and adiposity. 
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